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Patent 

Amendments to tlxe Clairos ; 

This listing of clairos will replace all prior versions -and 
listings of claims in- the applicatioTi.. 

LISTING OF CIAIMS : 

1. (previbusly presented) A non-painful composition of a 
hydrophobic protein suitable for injection in a human comprising: 

ta) a. hydrophobic protein; 

(b) ah amount of a zwitterionic detergent that ds less than, 
the amount' required to solubilize the protean; and 

(c) an amount of a 'pharmaceutical ly acGeptable nonionic 
detergent effective to maintain solubility of the protein in a 
pharmacentically acceptable carrier and, 

wherein the zwitter ionic deterigent. is selected from the group 
consisting; of n-Octyl-N/N-dimethyl-3 ^ammoniG-l-propanesulf onate ; n- 
Decyl-N,N-dimethyl-3-ammonlo-l-propanesulf onate;. n-Dodecyl-N, N- 
dimethya-3T.ammonlo-l -propanesuMonate ; n-TetradeGyl-N , N-dimethyl-3 - 
ammoni o - 1 -pr opan e sul f ona t e ; 3 - N- n- Hexade cy 1 -N , N - d ime tl^iy 1 - 3 - 
airanonio-l-propajniesulfonate.; 3-C (S-Cholamidoprbpyl ) dimethylammonio] - 
1 -propahesul f otla te ; 3 - [ ( 3 -Ghoiamidopropyl ) dime thy iammdnio] 2^ 
hydr oxy- 1 ^prbpahesul f 6h^^ t^ ;= arid n- Dbd^cyl -N / N-dime thylg lye line . 

2 . { pr evi bus ly pr es en t ed ) The c ©mpo s i t i on o f cl aim 1 , 
wherein the zWlttGrionic detergent is :n-Tetradecyi-N,«N-dimethyl-3- 
ammon i o - 1 - pr ©panes u 1 f dna t e . 

3 . (previously presented) The composition: of claim- 1, 
wherein the nonionic detergent is selected from the group consisting 
of alpha-[4' (1, 1, 3/3-tetramethylbutyl) phenyl J -omega-hydroxypoly (oxy- 
1, 2-echanediyl) , Polyoxyethylene (20) sorbitan monolauraue, 
Polyoxyeihylene (20) sorbitan monooleate and Polyoxyethylene (35) 
Lauryl Ether. 

4. (pJreviously presented) The composition of claim 3, 
wherein the nonionic detergent is alpha- [4- ( 1 , 1 , 3 , 3- 
tetramethylbutyl ) phenyl] -omega-hydroxypoly (oxy-1, 2-ethanediyl) . 
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5 . (previG.usly presented) The composition of claim 1 , 
wherein the zwi tterionic detei-gei^t is n-Tetradecyl-N, N-dirnet.hYl.--3 - 
ammonio- 1 "prppanesulf onote in a final concentration, that is below 
its critical micelle concentratip-n :(CMG.) axi6 t.he> nonionic dGtergent 
is alpha- [4- ( 1 ,1 , 3 , 3- tetramethylbutyl ) phenyl 1 -orri0ga-liydr.o,xypoly (oxy- 
l , 2-ethanediyi) in a fincil concentration that is above its €MC- 

6. (previously presented) The composition 6£ c]Ja±m 1, 
wherein the hydrophobic protein is a porin.. 

7. tpireyiously presented) The Gomppsitian of claim S, 
wherein the porin is selected from the group ephsistiiig of a 
gonococcal, porin or a Meningococcal pprin. 

8. . (currently aioendea) A method for producing- .a less-- painful 
immuhogenic cpmppsitipn of a. hydrpphobic prc5,t^in In ^ 
phainnapeufeicai;iy .ac cax^^iMr- sujjti^M^^e fpr a<toini^;t^ri^ a 
:mamnial , cpmpr icing tKe ^ti^fes; of 

(a) solubilizihg said hydrophobic prptein with a^ zwitter ionic 
detergent tp make a. first cpmppsitipn; 

(b) altering said firlst composition, such that this altered 
composition is less: painful as compared to said f iirs.t cPmpositioh 

wherein thje alteriing step (b) is selected from t^he group 
consisting of (i) diluting th^ zwitt.eripnic detergent where the 
hydrophobic protein Is in a .precipitated fprrti> (iij exchangihg the: 
zwitterionic detergent with a nori-pain causing nonionic deterg:ent, 
and: (iii) adding a non-pain causing nonionic detergent but keeping 
the: concentratipri of the zwitterioniq deteifgent constaint , 

9 . (preyipusly presented) The method of claim 8r wherein the 
zv/itteripnic detergent is selected f.rom the grpup consisting of n- 
Op tyl-N , N-dime thyl~3 -anmpnip-l-pr^ ; ri-^Decyl-N , 

dimethyl -3-ammonio-l-.propanesTJl f ona te ; ri-Dodecyl~K, N~dimethyl-3- 
ammonio-l-propanesulfonate; n~Tetradecyl-N/N-diinethvl-3-aiTimohio-l-- 
propanesulf onate; 3- (N,N-n-Hexadecyl-N,N-dimethyl-3-ammonip-l- 
propanesulf onate; 3- [ < 3 -Cholamidppropyl) dimethylammonio] -l- 
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propanesulf onate; 3- [ (:3-^Cholainidopropyl) dime thy la^^^^^^ -.2-hyd;roxy- 
1 -propanesul f pn'a t:e ; and n- podecyl -ISI> N-dimet^ylgiyc ine , 

10 . (previously presented^ The method, of claiin 9 , wherein the 
zwitterionic detergient is n-Tetradecyl-W,iN<r^dimethyl-3-airan©n 
propanesulf ohate 

11 . (previously presented) The method of claim 8, wherein the 
noaioniG deter^gent is selected from the groiip consisting; of alpha- 
[4- (1, 1, 3 . 3 -tetraLmethylbutyl) phenyl r-6meg^ 

ethaniediyl ) ; Polyoxyethyleine {-20) sorbitan moriolauratei 
POlybijc/ethylerie (20) sdrhitan iriOnooieat'e and Polyoxyethyiisiiie (35) 
Lauryl Ether. 

12; (currently amendedi) The method of any of eiaiui 11, 
whereiii the: nohiohic detergent is aipha-^ [4- (1? 1/ 3 ^ i3 - 
tetramethylbutyl)phehyl] -omega-hydroxypoiy ( oxy-1, 2 . 

13. (previously presented) The method of claim 8, wherein the 
zwitterionic detergent is /2-^Tetradecyl-N,N -dime thy 1-3 -aim 
propanesulf phate in a final cohGehtration that is below its CMG and. 
the ripnibniG diatefgeht is aiirfla^ [4^ fl,.l>:3v -5- 

tetr:amethylButyl;)p^ r.omega^hydro5M>oly (bxy-^1,,^ in a 

final concentratipn. that is above .its CMG. 

14. (previously presented) The method of claim 8, wherein the 
hydrophobic protein is ai J)orin. 

15. (previously pireserited) The method of claim 14, wherein 
the porin is selected from the group eonsisting of a^ gonococcal, 
porin or a Meningococcal porin. 

16. (previously presented) The. method of claim- 8 , wherein the 
zwitterionic detergent is diluted to below the - critical micelle 
concentration . 

17. (currently axtfended) A method of reducing the pain 
associated with administering an immunogenic composition comprising 
a hydrophobic protein and a zwitterionic d6terg,ent into a mairnnal, 
which method comprises 
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(a) altering said compos it ion., such that the altered 
composition is less, painful as compa-red to the unal.tjered 
compositiony anci 

(b) administer,! ng. said i'lrunrihogeriiq CGmpbsihion C[q«^]]. 

wherein the altering step (a.) is selected frorn the group 
consisting of (i) dilut-ing said zwitter ionic detergent .Where the 
hydrophobi,G protein is in a .precipitated f orm, (ii) exchanging said 
zwitterionic detergent with .a. non-pain causingi hpnipnic deterg.ent, 
anci. (iii)' addfing a non^pain tcausing nonionic detergent but keeping 
the concentration of the izwitterioriic detergent coirstanl::. 

18. '(currently amended) The methpd of claimp claim 17 , 
wherein said zwitteribhic detergent is selected *frc>m: the group 
c on s i s t i ng o f n- Oc t yl -fl N - dimethyl - 3 - ammoii i 6-1 -^p ropane siil f pna t e ; n - 
becyir-N, N-dimethyl- 3 -ainmonio-l--propanesulf oriate ; n-Dodepy 1 -iSi , 
dimethyl-B'-ammonio- 1-propanesulf ona te ; ji-Tetradecyl -N;, N-dime thyl- 3 - 
ammonio-l-propanesulfonate; 3- (N, N-n-Hexadecyl-N,N-din\etbYl-3- 
ammonio-l-propanesul fbnate 3- [ { 3 -CholamidoprGpyl ) dimethylaimnonio]- 
l-propanesulf onate; 3- [ (3-Gholamidopropyl) dimethylanmionio] -2^ 
hydroxy- 1 -propanesu 1 £ o na te ; and n.-Dodecy 1-N , N^dimet hy Ig lyc i ne , 

1.9. (previously presented)' The^^ of elaim 1.8, wherein 

the noaionic detergent is selected from the group, consisting of. 
alpha- [4- ( 1,1,3, 3-tetramethyibutyl ) phenyl ] -omega- hydxoxypo^^^^^ 
i , 2-ethanediyl) , PQlyoxyethylene (20) sorbitan monolaurate. 
Polyoxy ethylene (20) aorbitan mono ol eat e and Poly oxy ethylene (35 ) 
Lauryl Ether. 

20. (previously presented) The method of claim 19, wherein 

the nonionic detergent is alpha- [4- (1 ,1, 3, 3- 

te tramethylbutyl ) phenyl ] -omega-hydroxypoly ( oxy- 1 , 2-ethanediyl ) . 

21, (previously presented) The method, of claim 18, wherein 
the zwitterionic detergent is n-Tetradecyl-N, W-diroethyl-3-ammonio-l- 
propanesulf onate in a final concent ration that is below, its CMC and 
the nonionic detergent is alpha- [4- { 1 , 1 , 3, 3- 

tetrainethylbutyl) phenyl] -omega-hydroxypoly in .a. 

final concentration that Is above i.ts CMC.-. 
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22. ( previous ly pi-e6er^tejc3) The method of claim 1.7 , wherein- 
the hydrophobic protein is an integral membrane protein ^ 

2'3 . (previously presented) The method of claim 22 , wherein 
the integral meinbrane protein is selected from the group consisting 
of a gclribcdccal poirin or a meningococcai porin. 

24 . (previously presented). The method of claim 11 , wherein 
;the solubility of the hydrdphohic prot'ein is. maintained: in said 
nonibnic detergent. 

25 . (prRviousiy presented) A method of reducing the pain 
associated with administering an immunogenic composition Gomprising 
a hydrophobic protein and a zwitterionic detergent into a mammal, 
which method coinprises 

(a^) aitering said composition/ sxich that ;the: ^altered 
composition prQduceS a; reduction in. pain as measured in the rat. 
footpad model as compared to the unaltered composition , and 

(b) adinihistering said immunogenic composition 

wherein the altered cQiuposltion produces at least about a 50% 
reduction in pain as measured in the rat footpad model as compared 
to the unaltered composition. 

26, (previously presented) The method of claim 25, wherein 
the alteringf step (a) is selected from the group consisting of (i) 
diluting said zwitterionic detergent with a non-pain causing 
nonionic detergent wherein the hydrophobic protein is in a 
precipitated fonn> (ii) exchanging the- zwitterionic detergent with a 
non-pain causing nonionic detergent, and (ili) adding a non-pain 
causing nonionic detergent but keeping the concentration of the 
zwitterioniC' detergent constants 

27. (previously presented) The method of claim; 26, wherein 
th^ altering step (a) is diluting the zwitterionic detergent with a 
non-pain causing nonionic detergent wherein the hydrophobic protein 
is in a precipitated form. 
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28. {previously preseated) The met hod pi claixn 26, v/herein 
the altering step (a) is exchanging the zwitt'er ionic .detergent with 
a non-pain causing hon ionic detergent. 

29. {previoiaGly preseht.edi) The. method of claim 26 , wherein 
the altering step (a) is adding a nbri-pain causing nonioni'c 
detergent hiit keeping- the concentration of the zwitter ionic 
detergent constant. 

30. (previously presehtied) The method of any of claims 27 > 28 
and 29* wherein the zwitteriohic detergent is selected from the 
g:a:oup consisting of n-0ctyl-N./N-dimethyi-3-^^ 

propane su 1 f ona c e, ; n- pecy 1 - W , w - d ime thy 1 - 3 - a:nunon i o-l - 
prppariesul f qna t;e ; jj -Dodecy 1 -N , N- dime thyl - 3 -ammonid - 1 - 
propane sul f ondte;; n-Tetradecyl - N , N- dimethyl - 3 - ammohio - 1 - 
propanesulf Qnate ; 3- (N/N-n-'Hexadecyl"N/N-diinethyI-3~ammonlo~X 
propanesulf pnate ; 3 - [ ( 3-Chplainidopropyl ) diTnethylairtmonio] -1- 
propanesulf dnate ; 3- 1 {3:-Cholainidopropyl ) diniettiylainmqnio] -2-hy!dr6xy- 
1 -propanesuLf ona t e ; and n-Dodecyl^N ,;N-4ime tiiylglyc tne . 

31. (previduslY presentM^ The jnei:hbd of any of claims 21, 28 
and 29, wherein the zwitterionic detergent is ji-Tetradecyl-Nyw^ 
dime tliyl --3 --aimpniG^a -propane sul f 

32. (previously presented) The method of any of claims 27, 2 8 
and 23, wherein the honionic detergent is selected from the group 
consisting of alpha - [4 - (1 , 1, 3 , 3-tctrajncthylbutyl)phenyl ] -dmega- 
hydroxypoly (oxy-1 , 2-ethanediyl ) , Polyoxyethylene (20) sorbitan 
raonolaurate, Polyoxyethylene (20) sorbitan mohooleate and 
Polyoxyethylene (35) Lauryl ,.E their. 

33. (previously presented) The method of any of claims 27, 28 
and 29, wherein the honionic detergent is alpha-[4- (1> 1,3. 3- 
tetramethylbutyl) phenyl] -omega-hydroxypoly (oxy-1, 2-ethanediyl) . 

34. (previously iiresented) The method of any of claims 27, 28 
and 29, Wherein the zwitteripnic detergent is n-'JL!et;r^decyl-N, N- 
dimethyl--'3-ammonio-l -propanesulf Giiate in a final cbhcehtxration chat 
is. below its CMC and the npniohic detergent if alpha- [4- (1 , 1> S'- 
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cetramechylbytyl) phenyl ] -umega-h^f^droxypoiy (oxy-i , 2-ethan in a 

final cphpentr.atipn that is al>ove its CMC. 

35 . (pireviolisly presented) A inethod of mainitaining solubility 
of a hydrophobic protein irt an immunogenic composition, which method 
comprises ; 

solubiliziiig a hydropkokic protein in a :non-pairi causing 
nonionic detergent/ wherein non-pain" caiising nondon'ic detergent is 
alpha-- [4- (1 .1,3, 3 - tetramethylbutyl); phenyl ] Tomega-hySroJcy^oly (oxy- 
1 ,2~e:thanediyl) ; 

36. (previously presented) A method for immunizdng humans 
with compositions Gdntalnihg hydrophobic membrane proteins without 
causing pain, which method comprises selecting alpha- [4- (1 , i , 3 /3- 
te trame thy 1 butyl ) phenyl ] - omega-hydroxypoly ( oxy-l , 2-ethanediyi 
(Triton X-100) as a pharmaeeutieaiiy acceptable detergent for 
maintaining solubility of hydrophobic proteins iri the final 
fdirmulatiOn; wherein the concentration of Triton X-100 is a:bove the 
CMC- 
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